Hf HO 



(19) mnm) B^^fflitsw (J p) 
(12) I'Ammm] 'j^mm'f'j^m ca) 

(11) #^2 000-509990 (P 2000-509990 A) 

(43) ['Am B]¥fiK 12^8^83 (2000. 8. 8) 

(51) immmf^mmTm 

C12N 15/09 ZNA C12Q 1/68 

[F I] 

C12N 15/00 ZNA A C12Q 1/68 A 

i-^nm 1 9 

(21) imm^ni <^m^ 9-540451 

(86)(22) [ffiHB] ¥^£9^5^ 2 a (1 9 9 7. 5. 2) 

(85) [iKIRXiSffiB] ¥fi!cl 0^1 1 ^ 1 6 B (1 9 9 8. 1 1. 1 6) 

(86) mmihmm^: pct/^ep 9 7/0 2 2 5 o 

(87) imm^'j^mmn] wo 97/43442 

(87) [ffl^i>r?^B] ¥^9^11^20B (1997. 11. 20) 

(31) m^cm^mm^] i 9 e i 9 3 e 2 . i 

(32) m^cBl W-I^8^5B 1 4 B (1 9 9 6. 5. 1 4) 

(33) [m9cm±mm] v-(y (de) 

(81) [fi^B] BP (AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 
MC, NL, PT, SE), EA (AM, AZ, BY, KG, KZ, MD, RU, TJ. TM), AU, BG, 
BR, CA. CN, CZ, GE, HU, I L, J P, KR, LV, MX, NO. NZ. PL. RO. RU, 
SG, SI. SK. TR. UA. US 

(71) tffiiBA] 

Uimxumm] \^^ymnmm, x-;/-fe> d— 45147. i^ai->^-r>;^ h^— fe 49 

(72) [%BJ#] 

Uimy.\tmm \^^'ymn^^m, x->-t> d— 45147. i/x->v<>;^ t 49 

(74) [f^SA] 
(57) 



I. t hGiS'>/i^K/3 3ii-7*:i- hi'?>f-r^jife^»c43{t«.ifif5^^{i:cD, mmmm^cDmmo 

3. m&l^mt^^^ §imm<DSEQ id no: HZtd.m(Dmm'P(D2 7 5m(D7^ymiZMir^Zl\iyiZ 

4. Sa^y^roSEQ ID NO: 1 {ClBife^iS^'J'I'W 8 2 5#(;0i4H{C4oV^T v H >'>*^'5^S >fc: J:oTg 

5. mm^^. 'L^'Sk'smm. i^mmm. x\t^mmmx'$>^. m^m2iztm(Dmmo 

7 . ^mm<D\lhG^>n^mP 3-^-:f=L-y h(Dm&^mmt§imm<DSEQlD no: KTDjie^gB^J 

II. mmmm^m^^^^m\z^-Dxm&^(Ditm^n^, mi^m? \zmm(D:^m. 

1 2. ^JPM^^D s a I ^ffli.i-g>> mJkmi 1 (CBSa<D;^S. 

jt{g^^i?T, mz}^h^7->^^u:t^\^ff^^i$'>n^m iG^>n!7m.) (D^y'=L-yV\zn-r^ 
mB.'f-(D'Am\z^^. m:mBm:)^ m\zm-t^o 

f9coagtt^>i-r-5o ^ne>fa, Ti^)\^'E>u±y°^--iBi.zs\y-tyi$'-imitmzmmmt^m^'r^m<Du 
^zr^-mm-^titcmx. mmnm^<D'^m^m^-r^o z.(Dz^izj^oG^>/-^^m<Dmmtf)mz.o. 

r1ty:3.:r.> h*«ji 2a7&^, :^lb#^;^^Rt;^^^*i^W;^^(3 J;oT^j±i$nT(.^«) (B i r n b a u 
mer, L. and Birnbaumer.M. Signal transduction by G pro 
teins:1994 edition. J. Recept. Res. 15:213-252, 1995;0 
ffermanns, S. and Schiul tz, G. Complex' informat ion proc 
essing by the transmembrane signaling system involv 
ing G proteins. Naunyn Schmiedebergs Ar 

rg, B., Gudermann, T., and Schul tz, G. Receptors and G pr 
oteins as primary components of transmembrane signa 
I transduction. Part 2.Gproteins:structure and func 



tion. J.Mol.Med. 73:123-132. l995;Neer. E. J.Heterotr 
imeric G proteins:Organizers of Transmembrane Signa 
Is. Cell 80:249-257, 1995;Rens-Domiano, S. andH a mm, H. 
E. Structural and functional relationships of hetero 
trimeric G-proteins. FASEB J. 9:1059-1066, 1995), 
Uii-:r^-f}m^-r^^^ a^zTzL-y h(D^mtit, SQ«PN (PTX:pertussis toxi 
n) -l:(DwMm\zJ:^xmmt-^ZtA^-T:^i>, 

dtietC^. mzam\ti^ (ail. a i 2, i 3), mU^tzU^ (D o —*)-y'^-y h^^-^^tl^. ^ 

Mtc, ^mmit. MMm(DiihG^>/^^ne 3-^':f^~yh(Dm&^mmi:imm<DSEQ id no: 
KDm&^nmii'^ttmv. ^lt5^5> (t) 

2 5#o&g{c?^ffiT-5J^-&{c«> ^(DMfkmtzmm<Dfj7.^f)^mmvTi^^^iimmT^::ii^^ts. 
miMmm\ziiii^^G^>/-^i7mmmm'M (i?7.u^a.u-'^3» izmm-r^mmmm<DmMmvy.if^ 
m^r^:^m\zm-r^, 

CCDiie^Ji. L e V i n e f;i J: o TiS{::|B® ^tiTl^S [Proc. Nat 1. Acad. Sc i US 
A, 87, (1990) 2329-2333 ]o ^OD— K^^ti, 2 7 5#©{iBfC-iz U >=i H> TTCCJ 

^mr^o -ij. G^ y/^^mmmm-^izmmr^mmcD^j x^f)mmi.rcMmm\-i. ^KDitmiz. 3f> 

TTCTj (cint)|5j<itc-bU >^:3- H-r-S) ^Wf^. BufB<Dite^^fbfi. 8 2 5#(DM{Ci5I.^T5> 
h->> (C) 

^'^^> (T) tcJ;^TMl^$n§igMJ^T^^. L75^L7^cC7i^"t)> m&(D:i<D^mt.. ymu^ji^x 
« ri^lg^ (s t umm)j (-rrj:t:>*>, ZOitMiZidl^Trnt^^T ^ /^(DmX^hrciib^Ul^) TS-So 
i^S(7)U7>i7;5tJij!,pl^Tl^-g)^^^#(C*3l.iT^ai$n;^cifilE«iB^iJ^, %mm^<DSEQ ID NO: 1 tC 

GiS'>/1^MPiPM#{'M]^-r-5lSi#«. Gi$'>/1i^M7&qt^ejSt'P#LT(.iT^«^tg;5«^S^6<);^fife 



. m'^'LMm (koronare Herzkrankheit), ^0TttR.D^'//X«JAfR^±7x□-AJ^[lt± 
?ll^^m^ (S I DS)] ^^tf-5)Ct7i^'T#-g)c 



m\t. mmmizm^x&^o 

mmmm<DmMm^j 7.^ ^m^-r^tztib<D^^BM(Dyj^miz, nmrno^mis^mm^^^^w-m^^mkm^'^ 
ibmm.^^o z.n\t. -^wtctj, ikm^mmi^. ■^z.^^ibmm^mmr^z.tizj^-oxmm-r^. 
G^>/-^^m& 3-*y:/=L-yhizn-r^m&^<Dmmit. mm\^rzMMm<Dmmf}^ibm^i^. ^ltseq 
I D NO : 1 izmmcD^^ititmr^. 

mmmB^<Dmmi^. mmmk<Di^-'!7JL>i^>'!fiz^^xm^-r^^tt^x^^o cinn. y/ADNA 
i}^^m.m. xmwKDmm mxitPCRm^z^^) <Dmzmm-r^:itt)^x^^o 

-rv-«, SEQ ID NO: HcfH«^©BB^J;5^ 6», SH^fCJ: 0§^fclt!^-rs ^ ^:7&^T#^o c:0)^c«6 

^SDsal (:in«, af56^^Mtt(75^l±lf'feffll^?>ns) OT^irgP^iO^^JS^^^^-frSo 
^-g)A;5^'8 2 5#<Df4B{c5^5 > (T) ^WT^/^cCbti, ^(DA«, ^©M(3i^hS>> (C) ^WTSA 

mmmi i—'^ji>iy>^\z^^.Mssn.f±mzis{-f^mi^'f-m\:<D^iii :^n^mstK^£mm.mizti-r^^m^ 
mzai^x. PTxm^i^G^>n^m(Dmmtizm-r^m^\t<Dm^^^iiiLrz, ^KD^ant. Na/H 
^mm<Dm^vrzm^^mmm-7-ti-iivxmr^mmmm(Dyfmmm^xmmr^^iif)^x'^rzo m 
m<D p T xm^^G^ >/-%^n<Dmmt\zmr^m^^(Dmmi, mmommizmLx^^tj: o (Dmm^^m 

erung) f)m&^^\zm^^nx\^^?)t^^^:itf}^X^^ (Rossko 

tensive sodium— proton exchanger phenotype persists 
i n i mm ortalized lymphoblasts from essential hypert 
ensive patients — a cell culture model for human hype 
rtension. J. Clin. Invest. 92:2553-2559, 1993;Rosskop 
f, D., Hartung, K., Hense, J., and Si ffert,W. Enhanced i mm 
unoglobuiin formation of immortalized B cells from 
hypertensive patients. 



Hypertension 2 6:4 3 2-4 3 5. 1 9 9 5 : R o s s k o r f . 

f sodium- hydrogen exchange in the proliferation of i 
mm ortalised lymphoblasts from patients with essent 
ial hypertension and normotensive subjects. Cardiov 
asc. Res. 29:254-259, 1995;Siffert,W. , Rossl<opf,D.,Mo 
ritz, A.,Wieland, T., Kaldenberg-Stasch, S., Kettler, N., 
Hartung, K., Becltmann, S., and Jakobs, K. 

H. Enhanced G protein activation in immortalized lym 
phoblasts from patients with essential hypertensio 
n. J. Clin. Invest. 96:759-766, 1995)o 

NAtCfe^L^c. iJ^'Jp^^— tf^SfS (PGR) t:m^^XG^y/-^i7mG3^Zf=L~yh^n~\^-r^cD 
NA<&iiiliL,-eLT->— ^j7X>->>iy*fTofCoU^TO:^'J Hy^-f V-:5'-TGGGGGAGA 

TGG AGC AAC TG RO^ 5'-CTG CTG AGT GTG TTC ACT GCC $:buI3 P C R {Cffl l^fc. 
L e V i n e €>t3 J; D^ff ^tlfeSB^J (Levine, M. A., Smal Iwood. P. M., Moen, 
P.T., Jr., He Iman, L. J., and Ahn.T.G. Molecular cloning of 0 
3 subunit.a third form of the G protein /3 — subunit pol 
ypeptide. Proc. Natl. Acad. Sci. USA87 (6):2329-2333, 19 
9 0) <hit^L, i%Jfaffi=SE?*^#)fflia;5^6cD c DNA^'TOToMM^^BLfc : IB^U;]- K^W<75^i7 
l/^5^H 8 2 5 -> h->> (C) (T) 1«> mPh^\^> TaTGJ fpom^AiZ^ 

^/m (-bU» tt, «(Z)B33^iJ<!:JtfeLTM$n/cj:(/i, ^^^tl^citfe^SB^'Jta, SEQ I D NO : 

nzmm^nxi^^^o 

mmm2mmmm'Am\z^^. mskammmizi^^i^m&i^mtcDmiii m\i. mmmm^miz^^. ie^ 
sia.i±MM.m^m<Dm&^iimskf±mMMmM<Dm&^t(D]tm.^m-ro ;z(d^x\ lE'^ssa.mtm^ (nt) 
:si.zsmsbL&mmm (ht) f)^iE>(Dmm^M<DG3^^-]^-t^c'DNA (p cRmx^tbmmLrz'h(D) 

D s a i{'j;^tmbf^o), iE'^ski£mmiti^(DG3 cDNA(D^±fjimm^^^ miz^-oxmm\z^-^tixi^ 
-So ^ssa.mm%m^mmM(DcDNA\t, Dsauccfcox. ^^mziyHj^mm-^nxi^^r^i^^ f-m^n 

-t}-) 7&^> fej^R^/^^^fcsBs^nxi^i-g). m\ztm.<D-^isim.mmmfi^<b<D'Dii Ammsm<Do-^ Am 
mu(Dmms.^^7F^\^xioK> . ^<Dmt\zm\yX^^u^^x^^. 




BEST AVAILABLE COPY 



